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In th e Claims RECEIVED 

CENTRAL FAX CENTER 

Claims 1 -77 (Cancelled) NOV 0 7 2006 

Claim 78 (New): A composition of ma'ter comprising: 

a) an isolated polypeptide selected from the group consisting of: 

1) an amino acid sequence comprising that recited in SEQ ID NO:68 or SEQ ID 

NO:112; 

2) a fragment of said amino acid sequence which functions as an alpha-2- 
macroglobulin-likc proteinase inhibitor, or h:*s an antigenic determinant in common with a 
polypeptide according to 1); 

3) a functional equivalent of 1) or 2); 

4) an amino acid sequence consisting of that recited in SEQ ID NO:68 or SEQ ID 

NO: 11 2; 

5) the fragment of 2), wherein tie fragment comprises the amino acid sequence of 
SKQ ID NO:l 13 or SEQ ID NO: 1 1 5, or a fiincitonai equivalent thereof; 

6) the fragment of 2), wherein Ihe fragment consists of the amino acid sequence of 
SEQ ID NO:l 13 or SEQ ID NO: 1 1 5, or a functional equivalent thereof; 

7) the fragment of 2), wherein the fragment comprises an amino acid sequence 
selected from the group consisting of: SEQ ID NO: 11 7, SEQ ID NO: 1 1 9, and SEQ ID NO: 1 2 1 f or a 
functional equivalent of any of the foregoing; 

8) the fragment of 2), wherein the fragment consists of an amino acid sequence 
selected from the group consisting of: SEQ IDNO: 1 1 7, SEQ ID NO: 1 1 9, and SEQ ID NO: 1 21 , or a 
functional equivalent of any of the foregoing; 

9) the functional equivalent of 3). wherein the functional equivalent is homologous to 
the amino acid sequence recited in SEQ ID N0 68 or SEQ ID NO: 1 12, and wherein the functional 
equivalent is on alpba-2-macroglobulin-like proteinase inhibitor; 
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1 0) the functional equivalent of >)> wherein the functional equivalent is an alpha-2- 
marroglobul in-like proteinase inhibitor, and wh< rein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 

It) the functional equivalent cf 3), wherein the functional equivalent exhibits 
significant structural homology with a polypeptide comprising the amino acid sequence recited in 
SEQ ID NO:68 or SEQ ID NO:l 12; 

12> the fragment of 2), wherc-n the fragment has an antigenic determinant in 
common with the amino acid sequence of 1), and wherein the antigenic determinant consists of at 
least 7 amino acid residues from the amino acid sequence recited in SEQ ID NO:68 or SEQ ID 
NO:1l2; 

b) a puri fied nucleic acid molecule: 

1) encoding a polypeptide of any of a I) to al2); 

2) comprising the nucleic ack sequence recited in SEQ ID NO:67 or SEQ ID 
NO:l 11, or a redundant equivalent or fragment thereof; 

3} consisting of the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID 
NO:l 11, or a redundant equivalent or fragment thereof; 

4) comprising a nucleic acid seq uence selected from the group consisting of SEQ ID 
NO: 1 1 4, SEQ ID NO: 11 6, SKQ ID NO: 1 1 8, SEQ ID NO: 1 20, and SEQ ID NO : 1 22, or a redu ndant 
equivalent of any of the foregoing; 

5) consisting of a nucleic acid se quence selected from the group consisting of SEQ 
ID NO:l 14, SEQ ID NO:116, SEQ ID NO:l >8, SEQ ID NO:120, and SEQ ID NO:122, or a 
redundant equivalent of any of the foregoing; 

6) that hybridizes under high s(i ngency conditions with a nucleic acid molecule of 
any ofbl)to b5); 

c) a vector comprising a nucleic acid n olecule according to any one of bl) to b6); 

d) a host cell transformed with a vector or a nucleic acid molecule according to any one of b) 

or c); 

c) a ligand: 

J:\C*WlO(Pu\nKiitKRcsp\PrcAmi;nd3.dooa)Nn/niv 



6/32 • RCVD AT 1 1TO008 4:50:38 PM [Eastern Standard Time] • 8VR:USPTO-EFXRF-3/6 ' DM8:2738300 • C8ID:3523725800 * DURATION <mm-ss):14-46 



NOV-07-06 TUE 05:55 PM SALIWANCH IK LLOYD FAX NO. 3523725800 P. 07 

4 Docket No. C&R-l 00 

Serial No. 10/531,751 

1) that binds specifically to the lolypeptide of any of al) to al 2); 

2) vvhicli is an antibody that birds specifically to the polypeptide of any of al) lo 

al2); 

f) a compound: 

1 ) that increases the level of exp ession or activity of a polypeptide according to any 

ofal)ioal2); 

2) that decreases the level of exp ression or activity of a polypeptide according lo any 

ofal)loal2); 

g) a compound that binds to a polypeptide accordinglo any of al) to al2) without inducing 
any of the biological effects of the polypeptide; 

h) a compound that binds to a polypepti ie according to any of al ) to a 1 2) without inducing 
nny of the biological effects of the polypeptid wherein the compound is a natural or modified 
substrate, ligand, enzyme, receptor or structure or functional mimetic; 

i) a pharmaceutical composition composing any one of a) to h), and a pharmaceutical^ 
acceptable earner; 

j) a vaccine composition comprising ai y one of al) to al 2) or bl) to b6); 

k) a kit for diagnosing disease, compris ng a first container containing a nucleic acid probe 
that hybridisces under stringent conditions with a nucleic acid molecule of any one of bl) to b6), a 
second container containing primers useful for a nplifying the nucleic acid molecule, and instructions 
for using the probe and primers for facilitating ;he diagnosis of disease; 

1) a kit for diagnosing disease, compris ng a first container containing a nucleic acid probe 
that hybridizes under stringent conditions with a nucleic acid molecule of any one of bl) to b6); a 
second container containing primers useful i ir amplifying the nucleic acid molecule; a third 
container holding an agent for digesting unhybr dized RNA; and instructions for using the probe and 
primers for facilitating the diagnosis of disease. 

m) a kit comprising an array of nucleic i cid molecules, at least one of which is anucleic acid 
molecule according to any one of bl) to b6); 
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n) a kit comprising one or more antibod • 3S that bind to a polypeptide as recited in any one of 
nl) to a 12); and a reagent useful for the detection of a binding reaction between the one or more 
antibodies and the polypeptide; or 

o) a transgenic or knockout non-human :tnimal that has been transformed to express higher, 
lower, or absent levels of a polypeptide according to any one of al) to al2). 

Claim 79 (New): A method of using a composition of matter, comprising obtaining n 
composition of matter according to claim 78 ; nd using said composition of matter in a method 
selected from: diagnosing a disease in a patient treatment of a disease in a patient; monitoring the 
therapeutic treatment of a disease; identificatk n of a compound that is effective in the treatment 
and/or diagnosis of a disease; and screening candidate compounds. 

Claim 80 (New): The method of claim 79, wherein said method of using a composition of 
mailer comprises the method for treatment of t disease, comprising administering to the patient a 
polypeptide selected from the group consisting of: 

a) an amino acid sequence comprising hat recited in SEQ ID NO:68 or SEQ ID NO: 112; 

b) a fragment of said amino acid sequcne e which functions as an alpha-2-raacroglobulin-like 
proteinase inhibitor, or has an antigenic deteimi aant in common with a polypeptide according to a); 

c) a functional equivalent of a) or b); 

d) an amino acid sequence consisting o 1 that recited in SEQ ID NO:68 or SEQ ID NO: 112; 

e) the fragment of b), wherein the fragment comprises the amino acid sequence of SEQ ID 
NO: 11 3 or SEQ ID NO:l 1 5, or a functional equivalent thereof; 

f) the fragment of b), wherein the fragment consists of the amino acid sequence of SEQ ID 
NO:l 13 or SEQ IDNO:115, or a functional equivalent thereof; 

g) the fragment of b), wherein the fragment comprises an amino acid sequence selected from 
the group consisting of: SEQ IDNO:l 17, SEQ IDNO:119, and SEQ IDNO:I21, or a functional 
equivalent of any of the foregoing; 
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h) the fragment of b), wherein the fragmc at consists of an amino acid sequence selected from 
the group consisting of: SEQ ID NO:l 17, SEQ ID NO: 11 9, and SEQ ID NO: 121, or a functional 
equivalent of any of the foregoing; 

i) the functional equivalent of c), wherein the functional equivalent is homologous to the 
amino acid sequence recited in SEQ ID NO:6i or SEQ ID NO:l 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-Hke proteinase inhibitor; 

j) the functional equivalent of c), wherein the functional equivalent is an alpha-2- 
macroglobulin-liko proteinase inhibitor, and wh'.rein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 

k) the functional equivalent of c), whc.ein the functional equivalent exhibits significant 
structural homology with a polypeptide composing the amino acid sequence recited in SEQ ID 
NO:68 or SEQ ID NO: 1 12; and 

1) the fragment of b), wherein the fragmc nt has an antigenic determinant in common with the 
amino acid sequence of a), and wherein the antigenic determinant consists of at least 7 amino acid 
residues from the amino acid sequence recited ia SEQ ID NO:68 or SEQ ID NO:l 12. 

Claim 81 (New): The method of claim '9, wherein said method of using a composition of 
matter comprises the method for treatment of a disease, comprising administering to the patient a 
nucleic acid molecule: 

a) encoding a polypeptide selected froj i the group consisting of: an amino acid sequence 
comprising that reciled in SEQ ID NO:68 or SEQ ID NO: 112; a fragment of said amino acid 
sequence which functions as an alpha-2-macrog obulin-like proteinase inhibitor, or has an antigenic 
determinant in common with the polypeptide; a functional equivalent of the amino acid sequence or 
the fragment; an amino acid sequence consist ng of that recited in SEQ ID NO:68 or SEQ ID 
NO: 1 1 2; a fragment comprising the amino acid sequence of SEQ ID NO: U3 or SEQ ID NO: 1 1 5, or 
a functional equivalent thereof; a fragment consisting of the amino acid sequence of SEQ 3D NO: 1 1 3 
or SEQ ID NO: 11 5, or a functional equivalent thereof; a fragment comprising an amino acid 
sequence selected from the group consisting oi: SEQ ID NO:l 17, SEQ ID NO:l 19, and SEQ ID 
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NO: 1 2 1 , or a functional equivalent of any of the foregoing; a fragment consisting of an amino acid 
sequence selected from the group consisting of SEQ ID NO:l 1 7, SEQ II> NO: 11 9, and SEQ ID 
NO: 1 2 1 , or a functional equivalent of any of the foregoing; a functional equivalent of SEQ ID NO:68 
or SEQ ID NO:l 12, wherein the fiinctional equivalent is homologous to the amino acid sequence 
recited in SEQ ID NO:68 or SEQ IDNO:l 12, and wherein the functional equivalent is an alpha-2- 
macroglobulhvlikc proteinase inhibitor; a functional equivalent of SEQ ID NO:68 or SEQ ID 
NO: 1 12, wherein the functional equivalent is an Hpha-2-macroglobulin-like proteinase inhibitor, and 
wherein ihc fiinctional equivalent has greater han 80% sequence identity with the amino acid 
sequence recited in SEQ ID NO:68 or SEQ ID NO:112, or with an aclivc fragment thereof; a 
functional equivalent SEQ ID NO:68 or SEQ ID NO:l 12, wherein the functional equivalent exhibits 
significant structural homology with a polypeptide comprising the amino acid sequence recited in 
SEQ 11 ) NO:68 or SEQ 1 D NO: 1 12; and a fragment of SEQ ID NO:68 or SEQ ID NO: 1 1 2, wherein 
the fragment has an antigenic determinant in common with the amino acid sequence of 1), and 
wherein the antigenic determinant consists of a- least 7 amino acid residues from the amino acid 
sequence recited in SEQ ID NO:68 or SEQ ID NO: 1 1 2; 

b) comprising the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO: 1 1 1 , or a 
redundant equivalent or fragment thereof; 

c) consisting of the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO: 1 1 1 . or a 
redundant equivalent or fragment thereof; 

d) comprising a nucleic acid sequent selected from the group consisting of SEQ ID 
NO:l 14, SEQ IDNO:l 16, SEQ ID NO: 118, SEQ ID NO: 120, and SEQ ID NO: 1 22, or a redundant 
equivalent of any of the foregoing; 

c) consisting of a nucleic acid sequem e selected from the group consisting of SEQ ID 
NO:l 14, SEQ IDNO:l 16, SEQ IDNO:i 18, SEQ IDNO:120, and SEQ IDNO:122, or a redundant 
equivalent of any of the foregoing; or 

0 that hybridizes under high stringency < onditions with a nucleic acid molecule of any of a) 

to c), 
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Claim 82 (New): The method of claim wherein said method of using a composilion of 
matter comprises the method for treatment of a disease, comprising administering to the patteut a 
vector comprising a nucleic acid molecule: 

a) encoding a polypeptide selected from the group consisting of: 

1) an amino acid sequence con prising that recited in SEQ ID NO:68 or SEQ ID 

NO;! 12; 

2) a fragment of said amino acid sequence which functions as an alpha-2- 
macroglobulin-like proteinase inhibitor, or K<s an antigenic determinant in common with a 
polypeptide according to 1); 

3) a functional equivalent of l)»>r 2); 

4) an amino acid sequence consisting of that recited in SEQ ID NO:68 or SEQ ID 

NO:112; 

5) the fragment of 2), wherein tWe fragment comprises the amino acid sequence of 
SEQ ID NO:l 13 or SEQ ID NO:l 15, or a functional equivalent thereof; 

6) the fragment of 2), wherein the fragment consists of the amino acid sequence of 
SEQ ID NO:l 13 or SEQ ID NO:115, or a functional equivalent thereof; 

7) the fragment of 2), wherein the fragment comprises an amino acid sequence 
selected from the group consisting of: SEQ IDNO:l 17, SEQIDNO:l 19, and SEQ IDNO:121, ora 
functional equivalent of any of the foregoing; 

8) the fragment of 2), wherein the fragment consists of an amino acid sequence 
setccted from the group consisting of: SEQ ID NO: 1 1 7, SEQ ID NO: 1 1 9, and SEQ IDNO: 1 2 1 , or a 
functional equivalent of any of the foregoing; 

9) (he functional equivalent of 3) . wherein the functional equivalent is homologous to 
the amino acid sequence recited in SEQ ID NO;68 or SEQ ID NO: 1 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

1 0) the functional equivalent of 3), wherein the functional equivalent is an alpha-2- 
macroglobulin-like proteinase inhibitor, and whorein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 
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11) the functional equivalent of 3), wherein the functional equivalent exhibits 
significant structural homology with a polypeptide comprising the amino acid sequence recited in 
SEQ H) NO;68 or SEQ ID NO:l 12; and 

12) the fragment of 2), wherein the fragment has an antigenic determinant in 
common with the amino acid sequence of 1), and wherein the antigenic determinant consists of at 
least 7 amino acid residues from the amino acid sequence recited in SEQ ID NO:68 or SEQ ID 
ND:112;or 

b) comprising the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO: 1 1 1 , or a 
redundant equivalent or fragment thereof; or 

c) consisting of the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO:l 1 1 , or a 
redundant equivalent or fragment thereof; or 

d) comprising a nucleic acid sequence selected from the group consisting of SEQ ID 
NO:l 14, SEQ ID NO: 1 16, SEQ ID NO: 11 8, SEQ ID NO: 120, and SEQ ID NO: 122, or a redundant 
equivalent of any of the foregoing; or 

c) consisting of a nucleic acid sequel e selected from the group consisting of SEQ ID 
NO:114, SEQ 1DN0:116, SEQ !DNO:l 18, SEQ IDNO:120, and SEQ IDNO:122, or a redundant 
equivalent of any of the foregoing; or 

0 that hybridizes under high stringency < onditions with a nucleic acid molecule of any of a) 

to e). 

Claim 83 (New): The method of claim 79, wherein said method of using a composition of 
matter comprises the method for treatment of a disease, comprising administering to the patient a 
host cell transformed with a vector or a nucleic ncid molecule: 

a) encoding a polypeptide selected from the group consisting of: 

1) an amino acid sequence comprising that recited in SEQ ID NO:68 or SEQ ID 

NO:112; 

2) a fragment of said amino acid sequence which functions as an alpha-2- 
macroglobulin-Jike proteinase inhibitor, or hrs an antigenic determinant in common with a 
polypeptide according to 1); 

J:\^AR\|0(^Alne^)f^RcsJAPrcAmcnd3.a(KrDNn/mv 



PACE 12/32 * RCVD AT 11/7/2006 4:50:38 PM [Eastern Standard Time] " SVR:USPTO«EFXRF-3/6 ■ DN!S:2738300 * CSID:3523725800 ' DURATION (mm-es): 14-48 



NOV-07-06 TUE 05:58 PM SALIWANCHIK LLOYD 



FAX NO. 3523725800 



P. 13 



iO Docket No. C&R- 100 

Serial No. 10/531,751 

3) a functional equivalent of 1) or 2); 

4) an amino acid sequence consisting of that recited in SRQ ID NO:68 or SEQ ID 

NO: 112; 

5) the fragment of 2), wherein the fragment comprises the amino acid sequence of 
SEQ ID NO: 11 3 or SEQ ID NO: 1 1 5, or a functional equivalent thereof; 

6) the fragment of 2), wherein lie fragment consists of the amino acid sequence of 
SBQ ID NO:l 13 or SEQ ID NO:l 15, or a functional equivalent thereof; 

7) the fragment of 2), wherein '..he fragment comprises an amino acid sequence 
selected from the group consisting of: SEQ ID NO: 1 17, SEQ ID NO: 1 1 9, and SEQ 1DNO: 1 21 , or a 
fundi Glial equivalent of any of the foregoing; 

8) the fragment of 2), wherein ihe fragment consists of an amino acid sequence 
selected from the group consisting of: SEQ ID NO : 1 1 7, SEQ ID NO: 11 9, and SEQ ID NO: 1 2 1 , or a 
functional equivalent of any of the foregoing; 

9) the functional equivalent of 3). wherein the functional equivalent is homologous to 
the amino acid sequence recited in SEQ ID NO:38 or SEQ ID NO: 1 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

10) the functional equivalent of :*)> wherein the functional equivalent is an alpha-2- 
macruglobulin-likc proteinase inhibitor, and wherein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 

11) the functional equivalent of 3), wherein the functional equivalent exhibits 
significant structural homology with a polypeptide comprising the amino acid sequence recited in 
SEQ ID N():68 or SEQ ID NO:l 12; and 

12) the fragment of 2), wherein the fragment has an antigenic determinant in 
common with the amino acid sequence of 1), and wherein the antigenic determinant consists of at 
least 7 amino acid residues from the amino aci I sequence recited in SEQ ID NO:68 or SEQ ID 
NO:112;or 

b) comprising the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO: 1 1 1 , or a 
redundant equivalent or fragment thereof; or 
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c) consisting of the nucleic acid sequence recited in SEQ ID NO:67 or SEQ IDNO;l 1 1 , or a 
redundant equivalent or fragment thereof; or 

d) comprising a nucleic acid sequence selected from the group consisting of SEQ ID 
NO:l 1 4, SEQ I D NO: 1 1 6, SKQ ID NO: 11 8, SB } ID NO: 1 20, and SEQ ID NO: 1 22, or a redundant 
equivalent of any of the foregoing; or 

e) consisting of a nucleic acid sequem e selected from the group consisting of SEQ ID 
NO:l 14, SEQ IDNO:l 16, SEQ lDNO:l 18, SEQ IDNO:120, and SEQ IDNO:122, or a redundant 
equivalent of any of the foregoing; or 

f) that hybridizes under high stringency c onditions with a nucleic acid molecule of any of a) 

toe). 

Claim 84 (New): The method of claim ' 9, wherein said method of using a composition of 
matter comprises the method for treatment of a disease, comprising administering to the patient a 
Jjgand that binds specifically to a polypeptide, o< which is an antibody that binds specifically to the 
polypeptide, and wherein the polypeptide is selected from the group consisting of: 

a) an amino acid sequence comprising that recited in SEQ ID NO:68 or SEQ ID 

NO:112; 

b) a fragment of said amino icid sequence which functions as an alpha-2- 
maerogiobuluvlikc proteinase inhibitor, or h?;.5 an antigenic determinant in common with a 
polypeptide according to a); 

c) a functional equivalent of a) c r b); 

d) an amino acid sequence consisting of that recited in SEQ ID NO:68 or SEQ ID 

NO:112; 

c) the fragment of b), wherein the fragment comprises the amino acid sequence of 
SEQ I D NO: 11 3 or SEQ ID NO: 1 1 5, or a functional equivalent thereof; 

f) the fragment of b), wherein th fragment consists of the amino acid sequence of 
SEQ ID NO: 1 1 3 or SEQ ID NO: 1 15, or a functional equivalent thereof; 
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g) the fragment of b), wherein the fragment comprises an amino acid sequence 
selected from the group consisting of: SEQ ID h O: 1 1 7, SEQ ID NO: 1 1 9, and SEQ ID NO : 1 2 1 , or a 
functional equivalent of any of the foregoing; 

h) the fragment of b), wherein the fragment consists of an amino acid sequence 
selected from the group consisting of: SEQ IDNO:l 17, SEQ IDNO:l 19, and SEQ II) NO: 121, or a 
functional equivalent of any of the foregoing; 

i) the functional equivalent of c) wherein the functional equivalent is homologous to 
the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-iike proteinase inhibitor; 

j) the functional equivalent of t ), wherein the functional equivalent is an alpha-2- 
rmicroglobulin-Jikc proteinase inhibitor, and wherein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 

k) the functional equivalent of c), wherein the functional equivalent exhibits 
significant structural homology with a polypep ide comprising the amino acid sequence recited in 
SEQ ID NO:68 or SEQ ID NO: 1 12; and 

I) the fragment of b), wherein tlvt fragment has an antigenic determinant in common 
with the amino acid sequence of a), and wherein the antigenic determinant consists of at least 7 
amino acid residues from the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12. 

Claim 85 (New): The method of ciaim 79, wherein said method of using a composition of 
mailer comprises the method for treatment of v disease, comprising administering to the patient a 
compound; 

a) that increases the level of expression or activity of a polypeptide comprising: 

1 ) an amino acid sequence cor uprising that recited in SEQ ID NO:68 or SEQ ID 

NO: 112; or 

2) a fragment of said amino acid sequence which functions as an alpha-2- 
macroglobulin-like proteinase inhibitor, or has an antigenic determinant in common with a 
polypeptide according to 1); or 
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3) a funclional equivalent of 1) or 2); or 

4) an amino acid sequence consisting of that recited in SEQ IDNO:68 or SKQ ID 

NO:112;or 

5) the fragment of 2), wherein tt c fragment comprises the amino acid sequence of 
SEQ ID NO:l 13 or SEQ ID NO:l 15, or a functional equivalent thereof; or 

6) the fragment of 2), wherein ths fragment consists of the amino acid sequence of 
SEQ ID NO: 1 13 or SEQ ID NO:l 15, or a funclional equivalent thereof; or 

7) the fragment of 2), wherein ihe fragment comprises an amino acid sequence 
selected from the group consisting of: SEQ IDN :): 117, SEQ IDNO:l 19, and SEQ ID NO: 12 1 , or a 
functional equivalent of any of the foregoing; or 

8) the fragment of 2), wherein ..he fragment consists of an amino acid sequence 
selected from the group consisting of: SEQ ID N 0: 1 1 7, SEQ ID NO: 1 1 9, and SEQ ID NO: 1 21 , or a 
functional equivalent of any of the foregoing; or 

9) the functional equivalent of 3). wherein the functional equivalent is homologous to 
the amino acid sequence recited in SEQ ID NO:*>8 or SEQ ID NO:l 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-Hke prolinase inhibitor; or 

1 0) tlie functional equivalent of!), wherein the functional equivalent is an alpha-2- 
macroglobuli n-lj kc proteinase inhibitor, and whe rein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; or 

11) the functional equivalent o*3), wherein the functional equivalent exhibits 
significant structural homology with a polypept de comprising the amino acid sequence recited in 
SEQ ID NO:68 or SEQ ID NO:l 12; or 

12) the fragment of 2), wherein the fragment has an antigenic determinant in 
common with the amino acid sequence of 1), an i wherein the antigenic determinant consists of at 
least 7 amino acid residues from the amino acii sequence recited in SEQ ID NO:68 or SEQ ID 
NO: 1 12; or 

b> that decreases the level of expression >r activity of a polypeptide according to any of al ) 
to a 12); or 
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c) that binds to a polypeptide according to any of al) to al2) without inducing any of the 
biological effects of the polypeptide; or 

d) that binds to a polypeptide according to any of al) to al2) without inducing any of the 
biological effects of the polypeptide, wherein 'he compound is a natural or modified substrate* 
ligand, enzyme, receptor or structural or functional mimetic. 

Claim 86 (New): The method of claim ' 9, wherein said method of using a composition of 
maltcr comprises the method for treatment of a disease, comprising administering to the patient a 
pha rmaceutical composition comprising a pharmaceutical acceptable carrier and any one of a) to 
h): 

a) an isolated polypeptide selected from the group consisting of: 

1) an amino acid sequence com prising that recited in SEQ ID NO:68 or SEQ If) 

NO:ll2; 

2) a fragment of said amino icid sequence which functions as an alpha-2- 
macroglobulin-likc proteinase inhibitor, or h<s an antigenic determinant in common wi(h a 
polypeptide according to 1 ); 

3) a functional equivalent of 1) or 2); 

4) an amino acid sequence cons sting of that recited in SEQ ID NO:68 or SEQ ID 

NO: 112; 

5) the fragment of 2), wherein tl e fragment comprises the amino acid sequence of 
SEQ ID NO: 1 13 or SEQ ID NO:l 15, or a functional equivalent thereof; 

6) the fragment of 2), wherein ti e fragment consists of the amino acid sequence of 
SEQ ID NO: 1 1 3 or SEQ I D NO: 1 1 5, or a functional equivalent thereof; 

7) the fragment of 2), wherein he fragment comprises an amino acid sequence 
selected from the group consisting of: SHQ ID NO: 1 1 ?, SEQ ID NO: 1 1 9, and SEQ ID NO: 1 2 U or a 
functional equivalent of any of the foregoing; 

8) the fragment of 2X wherein he fragment consists of an amino acid sequence 
selected from the group consisting of: SEQ JDN ):117, SEQ ID NO: 1 19, and SEQlDNO:121,ora 
functional equivalent of any of the foregoing; 
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9) the functional equivalent of 3), wherein the functional equivalent is homologous to 
the amino acid sequence recited in SEQ ID NO:w8 or SEQ ID NO:l 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

10) the functional equivalent of 1 ), wherein the functional equivalent is an alpha-2- 
macroglobulin-like proteinase inhibitor, and win rein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ IDNO:68 or SEQ ID NO: 1 12, or 
wilh an active fragment thereof; 

11) the functional equivalent oi* 3), wherein the functional equivalent exhibits 
significant structural homology with a polypeptide comprising the amino acid sequence recited in 
SEQ ID NO:68 or SEQ ID NO:1 12; and 

12) the fragment of 2), where, n the fragment has an antigenic determinant in 
common with the amino acid sequence of 1), ar J wherein the antigenic determinant consists of at 
least 7 amino acid residues from the amino aci 1 sequence recited in SEQ ID NO:68 or SEQ ID 
NO: 1 12; 

b) a purified nucleic acid molecule: 

1) encoding a polypeptide of an; of al) to a!2); 

2) comprising the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID 
NO: 1 1 1 , or a redundant equivalent or fragment chereof; 

3) consisting of the nucleic acH sequence recited in SEQ ID NO:67 or SEQ ID 
NO:l 1 1, or a redundant equivalent or fragment ^hereof; 

4) comprising a nucleic acid seqi ence selected from the group consisting of SEQ ID 
NO:114,SEQlDNO:ll6,SEQIDNO:118,SEt^IDNO:120,and SEQ ID NO: 1 22, or a redundant 
equivalent of any of the foregoing; 

5) consisting of a nucleic acid sequence selected from the group consisting of SEQ 
ID NO:114, SEQ ID NO:116, SEQ ID NO:118, SEQ ID NO:120, and SEQ ID NO:122, or a 
redundant equivalent of any of the foregoing; 

6) that hybridizes under high stringency conditions with a nucleic acid molecule of 
any of bl)to b5); 

c) a vector comprising a nucleic acid m ilecule according to any one of bl) to b6); 
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d) a host cell transformed with a vector o;- a nucleic acid molecule according to any one of b) 

or c); 

e) aligand: 

1) that binds specifically to the polypeptide of any of al) to al2); 

2) which is an antibody that birds specifically to the polypeptide of any of al) lo 

a!2); 

0 a compound: 

1) that increases the level of expression or activity of a polypeptide according to any 

oral) to al 2); 

2) that decreases the level of expression or activity of a polypeptide according to any 

ofat)toal2); 

g) a compound thai binds to a polypeptif ?c according to any of al) to al2) without inducing 
any of the biological effects of the polypeptide; 

h) a compound that binds to a polypeptide according to any of al) to al 2) without inducing 
any of the biological effects of the polypeptide, wherein the compound is a natural or modified 
substrate, ligand, enzyme, receptor or structural or functional mimetic. 

Claim 87 (New): The method of claim 79, wherein said method of using a composition of 
matter comprises the method for treatment c f a disease, and wherein the disease includes 
reproductive disorders, cell proliferative disorders, including neoplasm, melanoma, lung, colorectal, 
breast, pancreas, head and neck and other solid tumours; myeloproliferative disorders, such as 
leukemia, non-lfodgkin lymphoma, leukopenia, Jhrombocytopenia, angiogenesis disorder, Kaposis* 
sarcoma; autoimmune/inflammatory disorders, including allergy, inflammatory bowel disease, 
pancreatitis, arthritis, psoriasis, psoriasis vulgaris, respiratory tract inflammation, asthma, and organ 
transplant rejection; cardiovascular disorders, including hypertension, oedema, angina, 
atherosclerosis, thrombosis, sepsis, shock, repet fusion injury, and ischemia, particularly ischemic 
heart disease; neurological disorders including crntral nervous system disease, Alzheimer's disease, 
brain injury, Parkinson's disease, amyotrophic lateral sclerosis, and pain; developmental disorders; 
metabolic disorders including diabetes mellitus osteoporosis, and obesity, AIDS, renal disease, 

J:\C'*RV!00\AmcndRcsp\PicAnicnd3.do»yr>NIVmv 



18/32 ' RCVD AT 11/7/2008 4:50:38 PM [Eastern Standard Time) * SVR:USPTO-EPXRP-3/6 ■ DNIS:2738300 * CSID:3523725800 * DURATION (mm-ss): 14-46 



NOV-07-06 TUE 06:01 PM SALIMANCHIK LLOYD 



FAX NO. 3523725800 



P. 20 



17 Docket No. C&R-IOO 

Serial No. 10/531,751 

particularly idiopathic nephrotic syndrome; lunfi injury; infections including viral infection, bacterial 
infection, fungal infection and parasitic infection, particularly Trypanosoma cruzi infection and other 
pathological conditions. 

Claim 88 (New): The method of claim s 9, wherein said method of using a composition of 
matlcr comprises the method for treatment of a disease, and wherein the disease is one for which the 
expression of the natural gene or the activity of i he polypeptide is lower in a diseased patient when 
compared to the level of expression or activity in a healthy patient, the polypeptide, nucleic acid 
molecule, vector, ligand, compound or composition administered to the patient is an agonist. 

Claim 89 (New): The method of claim "9, wherein said method of using a composition of 
mailer comprises the method for treaUnent of a disease, and wherein the disease is one for which 
expression of the natural gene or activity of the polypeptide is higher in a diseased patient when 
compared to the level of expression or activity in a healthy patient, the polypeptide, nucleic acid 
molecule, vector, ligand, compound or composition administered to the patient is an antagonist. 

Claim 90 (New): Hie method of claim ?9, wherein said method of using a composition of 
matter comprises the method for diagnosing a di; ease in a patient, comprising assessing the level of 
expression of a natural gene encoding a polypeptide , or assessing the activity of the polypeptide, in 
tissue from said patient; and comparing said levci of expression or activity to a control level, wherein 
a level lhat is different to said control level is indicative of disease, and wherein the polypeptide is 
selected from the group consisting of: 

a) nil amino acid sequence comprising 1 tat recited in SEQ ID NO:68 or SEQ ID NO: 1 12; 

b) a fragment of said amino acid sequence which functions as an alpha-2~macroglobulin-likc 
proteinase inhibitor, or has an antigenic determinant in common with a polypeptide according to a); 

c) a functional equivalent of a) or b); 

d) aj i amino acid sequence consisting of that recited in SEQ ID NO:68 or SEQ ID NO: 1 1 2; 
c) the fragment of b), wherein the fragment comprises the amino acid sequence of SEQ ID 

NO:113 or SEQ lDNO:115, or a functional equivalent thereof; 
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f) the fragment of b), wherein the fragment consists of the amino acid sequence of SEQ 11) 
NO:l 13 or SliQ ID NO:H5, or a functional equivalent thereof; 

g) Ihe fragment of b), wherein the fragmc U comprises an amino acid sequence selected from 
the group consisting of: SEQ ID NO:l 17, SEQ ID NO:l 19, and SEQ ID NO:121, or a functional 
equivalent of any of the foregoing; 

h) the fragment of b), wherein the fragmi nt consists of an amino acid sequence selected from 
the group consisting of: SEQ IDNO:117, SEQ IDNO:119, and SEQ 1DN0:121, or a functional 
equivalent of any of the foregoing; 

i) the functional equivalent of c), when in the functional equivalent is homologous to the 
amino acid sequence recited in SEQ ID NO:6{ or SEQ ID NO:l 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

j) the functional equivalent of c), waerein the functional equivalent is an alpha-2- 
rnacroglobulin-like proteinase inhibitor, and whi rein the functional equivalenthas greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 

k) the functional equivalent of c), wheicin the functional equivalent exhibits significant 
structural homology with a polypeptide comprising the ammo acid sequence recited in SEQ ID 
NO:68 or SKQ ID NO:l 12; and 

1) the fragment of b), wherein the fragment has an antigenic determinant in common with the 
amino acid sequence of a), and wherein the antigenic determinant consists of at least 7 amino acid 
residues from the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12. 

Claim 91 (New) : The method of claim ! 0, which is carried out in vitro. 

Claim 92 (New): The method of claim *-0, comprising the steps of: 
a) contacting a Iigand with a biological sample under conditions suitable for the formation of 
a ligaud-poly peptide complex; and 
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b) detecting said complex, wherein the lv;and binds specifically to the polypeptide of any of 
a) to 1) of claim 90, or wherein the ligand is an an Hbody that binds specifically to the polypeptide of 
any of a) to 1) of claim 90. 

Claim 93 (New): The method of claim 90 9 comprising the steps of: 

a) contacting a sample of tissue from thu patient with a nucleic acid probe under stringent 
conditions that allow the formation of a hybrid complex between a nucleic acid molecule and the 
probe; 

b) contacting a control sample with said j >robe under the same conditions used in step a); and 

c) dctcctingthc presence of hybrid complexes in said samples; wherein detection of levclsof 
the hybrid complex in the patient sample that di Pier from levels of the hybrid complex in the control 
sample is indicative of disease, wherein the nuc ;eic acid molecule: 

1) encodes a polypeptide of any of a) to 1) of claim 90; or 

2) comprises the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO: 111, 
or a redundant equivalent or fragment thereof; or 

3) consists of the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID 
NO: 1 1 1, or a redundant equivalent or fragment ihereof; or 

4) comprises a nucleic acid sequence selected from the group consisting of S HQ ID 
NO:l 14, SEQ IDNO:l 16, SEQ lDNO:l 18, SEQIDNO:120, and SEQ ID NO: 122, or a redundant 
equivalent of any of the foregoing; or 

5) consists of a nucleic acid sequence selected from the group consisting of SEQ ID 
NO:l 14, SEQ IDNO:l 16, SEQ ID NO: 11 8, SEQ ID NO: 120, and SEQ ID NO: 122, or a redundant 
equivalent of any of the foregoing; or 

6) hybridizes under high stringency conditions with a nucleic acid molecule of any of 

cl) to c5). 
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Claim 94 (New): The method of claim '.'0, comprising the steps of: 

a) contacting a sample of nucleic acid ft :>m tissue of the patient with a nucleic acid primer 
under stringent conditions that allow the forma tion of a hybrid complex between a nucleic acid 
molecule and the primer; 

b) contacting a control sample with said primer under the same conditions used in step a); 

and 

c) amplifying the sampled nucleic acid; and 

d) delecting the level of amplified nui leic acid from both patient and control samples; 
wherein detection of levels of the amplified nucl >ic acid in the patient sample that differ signi ficantly 
from levels of the amplified nucleic acid in the c ontrol sample is indicative of disease; and wherein 
the nucleic acid molecule: 

1) encodes a polypeptide of any of a) to 1) of claim 90; or 

2) comprises the nucleic acid sequence recited in SEQ IDNO:67 or SEQ ID NO: 111, 
or a redundant equivalent or fragment thereof; < r 

3) consists of the nucleic acid sequence recited in SEQ ID NO:G7 or SEQ ID 
NO: 1 1 1 , or a redundant equivalent or fragment thereof; or 

4) comprises a nucleic acid seqv ^nce selected from the group consisting of SEQ ID 
NO:114,SliQlDNO:116, SEQIDNO:118 > SE^lDNO:120 > andSEQIDNO:122 > oraredundant 
equivalent of any of the foregoing; or 

5) consists of a nucleic acid seq\:snce selected from the group consisting of SEQ ID 
NO:l 14, SEQ ID NO:l 16, SEQ ID NO: 1 18, SE } ID NO: 120, and SEQ ID NO: 122, or a redundant 
equivalent of any of the foregoing; or 

6) hybridizes under high stringei cy conditions with a nucleic acid molecule of any of 

dl)to d5). 

Claim 95 (Now): The method of claim )0, comprising: 

a) obtaining a tissue sample from a pati ;nt being tested for disease; 

b) isolating a nucleic acid molecule fro;n said tissue sample; and 
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c) diagnosing the patient for disease Vy detecting the presence of a mutation which is 
associated with disease in the nucleic acid mok-cule as an indication of the disease, wherein the 
nucleic acid molecule: 

1) encodes a polypeptide of any of a) to 1) of claim 90; or 

2) comprises the nucleic acid sequence recited in SE*Q ID NO:67 or SKQ ID NO: 111, 
or a redundant equivalent or fragment thereof; or 

3) consists of the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID 
NO: 1 1 1 , or a redundant equivalent or fragment hereof; or 

4) comprises a nucleic acid sequ ence selected from the group consisting of SEQ ID 
NO: 1 1 4, SEQ ID NO: 116, SEQ ID NO: 1 1 8, SEQ ID NO: 120, and SEQ ID NO: 122, or a redundant 
equivalent of any of the foregoing; or 

5) consists of a nucleic acid sequence selected from the group consisting of SEQ ID 
NO:114,SEQIDNO:116,SEQIDNO:ll8,SEQIDNO:120,andSEQIDNO:122, oraredundnnt 
equivalent of any of the foregoing; or 

6) hybridizes under high stringency conditions with a nucleic acid molecule of any of 

cl)to c5). 

Claim 96 (New): The method of claim l )5, further comprising amplifying the nucleic acid 
molecule to form an amplified product and detecting the presence or absence of a mutation in the 
amplified product, 

Claim 97 (New): The method of claim 95, wherein the presence or absence of the mutation 
in the patient is detected by contacting said nucleic acid molecule with a nucleic acid probe that 
hybridizes to said nucleic acid molecule under st ingent conditions to form ahybrid double-strnnded 
molecule, the hybrid double-stranded molecule saving an unhybridized portion of the nucleic acid 
probe strand at any portion corresponding to a nutation associated with disease; and detecting the 
presence or absence of an unhybridized portion of the probe strand as an indication of the presence or 
absence of a disease-associated mutation. 



JiNC&UUOIAAmcnriRcspVPicAnicnrti.doc/DNn/iuv 
PACE 24/32 ■ RCVD AT 11/7/2008 4:50:38 PM [Eastern Standard Time] ■ SVR:USPTO-EFXRF-3/6 ■ ONIS:2738300 ■ CSID:3523725800 ■ DURATION (mm-ss): 14-48 



NOV-07-06 TUE 06:03 Ph SALIUANCHIK LLOYD 



FAX NO. 3523725800 



P. 25 



22 Docket No. C&R- 100 

Serial No. 10/531,751 

Claim 98 (New): The method of claim 9U, wherein said disease includes, but is not limited to 
reproductive disorders, cell proliferative disorders, including neoplasm, melanoma, lung, colorectal, 
breast, pancreas, head and neck and other solid tumours; myeloproliferative disorders, such as 
leukemia, non Jlodgkin lymphoma, leukopenia, ihrombocy topenia, angiogencsis disorder, Kaposis' 
sarcoma; nutoimmunc/inflammatoty disorders, including allergy, inflammatory bowel disease, 
pancreatitis, arthtilis, psoriasis, psoriasis vulgar! 5 , respiratory tract inflammation, asthma, and organ 
transplant rejection; cardiovascular disorders, including hypertension, oedema, angina, 
atherosclerosis, thrombosis, sepsis, shock, repei fusion injury, and ischemia, particularly ischemic 
heart disease; neurological disorders including o ntral nervous system disease, Alzheimer's disease, 
bruin injury, Parkinson's disease, amyotrophic lateral sclerosis, and pain; developmental disorders; 
metabolic disorders including diabetes mcllitus, osteoporosis, and obesity, AIDS, renal disease, 
particularly idiopathic nephrotic syndrome; lung mjury; infections including viral infection, bacterial 
infection, fungal infection and parasitic infection particularly Trypanosoma cruzi infection and other 
pathological conditions. 

Claim 99 (New): The method of claim 90, wherein said disease is a disease in which alpha- 
2-macroglobulin-like proteinase inhibitors are implicated. 

Claim 1 00 (New): The method of claim '9, wherein said method of using a composition of 
matter comprises the method of monitoring th.; therapeutic treatment of a disease, comprising 
monitoring over a period of time the level of exj ression or activity of a polypeptide, or the level of 
expression of a nucleic acid molecule in tissue from said patient, wherein altering said level of 
expression or activity over the period of time towards a control level is indicative of regression of 
said disease, wherein Ihe polypeptide is selected from the group consisting of: 

a) an amino acid sequence comprising that recited in SEQ ID NO:68 or SKQ ID NO:l 12; 

b) a fragment of said amino acid sequence which functions as an alpha-2-macroglobuKn-lrkc 
proteinase inhibitor, or has an antigenic determinant in common with a polypeptide according to a); 

c) a functional equivalent of a) or b); 

d) an amino acid sequence consisting of <hat recited in SEQ ID NO:68 or SHQ ID NO: 1 12; 
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c) the fragment of b), wherein the fragment comprises the amino acid sequence of SKQ II) 
NO:l 13 or SIvQ ID NO:l 15, or a functional equivalent thereof; 

f) the fragment of b), wherein the fragm ent consists of the amino acid sequence of SEQ ID 
NO:l 13 or SliQ ID NO:l 15, or a functional equivalent thereof; 

g) the fragment of b), wherein the fragment comprises an amino acid sequence selected from 
the group consisting of: SliQ ID NO: 1 17, SEQ ID NO:l 19, and SEQ ID NO: 121, or a functional 
equivalent of any of the foregoing; 

h) Ihc fragment of b), wherein the fragme it consists of an amino acid sequence selected from 
the group consisting of: SHQ ID NO:l 17, SEQ fD NO:l 19, and SEQ ID NO:121 , or a functional 
equivalent of any of the foregoing; 

i) the functional equivalent of c), wherein the functional equivalent is homologous to ihc 
amino acid sequence recited in SEQ ID NO:6S or SEQ ID NO:112, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

j) the functional equivalent of c), wherein the functional equivalent is an alpha-2- 
macroglobulm-like proteinase inhibitor, and wh< rein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO: 1 12, or 
with an active fragment thereof; 

k) the functional equivalent of c), wheioin the functional equivalent exhibits significant 
structural homology with a polypeptide compri ring the amino acid sequence recited in SEQ ID 
NO:6S or SBQIDNO:J12; and 

]) the fragment of b), wherein the fragment has an antigenic determinant in common with the 
amino acid sequence of a), and wherein the antigenic determinant consists of at least 7 amino acid 
residues from the amino acid sequence recited n\ SEQ ID NO:68 or SEQ ID NO:l 12; and 

wherein the nucleic acid molecule: 

m) comprises a nucleic acid sequence encoding the polypeptide of any of a) to 1); or 

n) comprises the nucleic acid sequence recited in SEQ ID NO:67 or SEQ ID NO:l 1 1, or a 

redundant equivalent or fragment thereof; or 

o) consists of the nucleic acid sequence kecited in SEQ ID NO:67 or SEQ ID NO:l 1 1, or a 

redundant equivalent or fragment thereof; or 
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p) comprises a nucleic acid sequence sel ected from the group consisting of SHQ ID NO: 1 1 4, 
SKQ ID NO: 1 16, SEQ ID NO: 1 1 8, SEQ ID NO: i 20, and SEQ ID NO: 122, or a redundant equivalent 
of any of the foregoing; or 

q) consists of a nucleic acid sequence sel ;cted from the group consisting of SEQ ID NO: 1 14, 
SI IQ ID NO: 1 1 6, SEQ ID NO: 11 8, SEQ ID NO: : 20, and SEQ ID NO: 1 22, or a redundant equivalent 
of any of the foregoing; or 

r) that hybridizes under high stringency conditions with a imcleic acid molecule of any of m) 

to q). 

Claim 1 0 1 (New): Ilie mediod of claim /9, wherein said method of using a composition of 
matter comprises the method for identification oJ a compound that is effective in the treatment and/or 
diagnosis of a disease, comprising contacting a polypeptide or a nucleic acid molecule with one or 
more compounds suspected of possessing bin* ing affinity for said polypeptide or nucleic acid 
molecule, and selecting a compound that fair* is specifically to said nucleic acid molecule or 
polypeptide, wherein the polypeptide is selected from the group consisting of: 

a) an amino acid sequence comprising t ut recited in SEQ ID NO:68 or SEQ ID NO: 1 12; 

b) a fragment of said amino acid sequence which functions as an alpha-2-macroglobulm-likc 
proteinase inhibitor, or has an antigenic determir int in common with a polypeptide according to a); 

c) a functional equivalent of a) or b); 

d) an amino acid sequence consisting of ihat recited in SEQ ID NO:68 or SEQ ID NO: 1 12; 

e) the fragment of b), wherein the fragm mt comprises the amino acid sequence of SKQ ID 
NO:l 13 or SEQ ID NO:l 15, or a functional equivalent thereof; 

0 the fragment of b), wherein the fragment consists of the amino acid sequence of SEQ ID 
NO: 1 1 3 or SEQ ID NO: 1 1 5, or a functional equivalent thereof; 

g) the fragment of b), wherein the fragme it comprises an amino acid sequence selected from 
the group consisting of: SEQ ID NO:117, SEQ (D NO:l 19, and SEQ ID NO:121, or a functional 
equivalent of any of the foregoing; 
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h) the fragment of b), wherein the fragment consists of an amino acid sequence selected from 
the group consisting of: SEQ ID NO: 1 17, SEQ ID NO: 119, and SEQ ID NO: 121, or a functional 
equivalent of any of the foregoing; 

i) the functional equivalent of c), wherein the functional equivalent is homologous to the 
amino acid sequence recited in SEQ ID NO:6*: or SEQ ID NO: 112, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

j) the functional equivalent of c), therein the functional equivalent is an alpha-2- 
macroglobulin-likc proteinase inhibitor, and wh rein the functional equivalent has greater than 80% 
sequence identity with the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
with an active fragment thereof; 

k) the functional equivalent of c), wheein the functional equivalent exhibits significant 
structural homology with a polypeptide comprising the amino acid sequence recited in SKQ ID 
NO:68 or SEQ ID NO:112; and 

I) the fragment of b), wherein the firagme nt has an antigenic determinant in common with the 
amino acid sequence of a), and wherein the anti genic determinant consists of at least 7 amino acid 
residues from the amino acid sequence recited ia SEQ ID NO:68 or SEQ ID NO: 1 12; and 

wherein the nucleic acid molecule: 

m) comprises a nucleic acid sequence encoding the polypeptide of any of a) to 1); or 

n) comprises the nucleic acid sequence ecited in SEQ ID NO:6? or SEQ ID NO:l 1 1 , or a 
redundant equivalent or fragment thereof; or 

o) consists of the nucleic acid sequence recited in SEQ lDNO:67 or SEQ ID NO:l 1 1, or a 
redundant equivalent or fragment thereof; or 

p) comprises a nucleic acid sequence selected from the group consisting of SEQ ID NO: 1 1 4, 
SEQ ID NO: 1 1 6, SEQ ID NO: 1 1 8, SEQ IDNO: 1 20, and SEQ ID NO: 1 22, or a redundant equivalent 
of any of the foregoing; or 

q) consists of a nucleic acid sequence selected from the group consisting of SEQ IDNO: J 14, 
SEQ 1 D NO: 1 1 6, SEQ ID NO: 1 1 8, SEQ ID NO 120, and SEQ ID NO: 1 22, or a redundant equivalent 
of any of the foregoing; or 
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r) that hybridizes under high stringency c onditions with a nucleic acid molecule of any of m) 

to q). 

Claim 102 (New): The method of claim 79, wherein said method of using a composition of 
matter comprises the method for screening candidate compounds, comprising contacting a non- 
human transgenic or knockout animal with a can Hdatc compound and determining the effect of the 
compound on the disease of the animal, wherein -he animal has been transformed to express higher, 
lower, or absent levels of a polypeptide selected from the group consisting of: 

a) an amino acid sequence comprising t lat recited in SEQ ID NO:68 or SEQ ID NO:l 12; 

b) a fragment of said amino acid sequent • which functions as an alpha-2-macroglobulin-likc 
proteinase inhibitor, or has an antigenic dctermirant in common with a polypeptide according to a); 

c) a functional equivalent of a) or b); 

d) an amino acid sequence consisting of that recited in SEQ ID NO:68 or SEQ ID NO: 1 1 2; 

e) the fragment of b), wherein the fragm jnt comprises the amino acid sequence of SEQ ID 
NO:l 13 or SEQ ID NO:l 15, or a functional equivalent thereof; 

f) the fragment of b), wherein the fragment consists of the amino acid sequence of SKQ ID 
NO: 1 13 or SliQ ID NO: 1 15, or a functional equivalent thereof; 

g) the fragment of b), wherein the fragmc.it comprises an amino acid sequence selected from 
the group consisting of: SEQ ID NO: 11 7, SEQ ID NO: 119, and SEQ ID NO: 121, or a functional 
equivalent of any of the foregoing; 

h) the fragment of b), wherein the fragment consists of an amino acid sequence selected from 
the group consisting of: SEQ ID NO: 11 7, SEQ FDNO:l 19, and SEQ ID NO:121, or a functional 
equivalent of any of the foregoing; 

i) the functional equivalent of c), where in the functional equivalent is homologous to the 
amino acid sequence recited in SKQ ID NO:6S or SEQ ID NO:l 12, and wherein the functional 
equivalent is an alpha-2-macroglobulin-like proteinase inhibitor; 

j) the functional equivalent of c), wherein the functional equivalent is an alpha-2- 
macroglobulin-likc proteinase inhibitor, and wh< rein the functional equivalent has greater than 80% 
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sequence idcnlity v/ilh the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12, or 
willi an active fragment thereof; 

k) the functional equivalent of c), whej sin the functional equivalent exhibits significant 
structural homology with a polypeptide comprising the amino acid sequence recited in SEQ ID 
NO:68 or SEQ ID NO:112; and 

I) the fragment of b), wherein the fragment has an antigenic determinant in common with the 
amino acid sequence of n), and wherein the antigenic determinant consists of at least 7 amino acid 
residues from the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO:l 12. 

Claim 103 (New): An isolated polypept.de comprising: 

a) the amino acid sequence recited in SEQ ID NO:68 or SEQ ID NO: 1 1 2; 

b) a fragment thereof which functions as an alpha-2-macroglobulin-likc proteinase inhibitor, 
or has an antigenic determinant in common with a polypeptide according to a); or 

c) a functional equivalent of a) or b). 

Claim 104 (New): The isolated polypeptide of claim 103, wherein the polypeptide is a 
fragment comprising the amino acid sequence a- cited in SEQ ID NO: 1 1 3 or SEQ ID NO: 1 1 5, or a 
functional equivalent thereof 

Claim 105 (New): The isolated polype ptide of claim 103, wherein the polypeptide is a 
fragment comprising an amino acid sequence selected from the group consisting of SEQ ID NO: 1 1 7, 
SEQ ID NO:119, and SEQ ID NO:121, or a functional equivalent thereof. 
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